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□ 1. Document ID: US 20020012967 Al 

Ll: Entry 1 of 3 File: PGPB 

PGPUB - DOCUMENT - NUMBER : 20020012967 
PGPUB- FILING -TYPE: new 

DOCUMENT- IDENTIFIER: US 20020012967 Al 
TITLE: Insulin homolog polypeptide zins4 
PUBLICATION-DATE: January 31, 2 002 



INVENTOR- INFORMATION : 
NAME 

Holloway, James L. 
Lok, Si 

Jaspers, Stephen R. 



CITY 
Seattle 
Seattle 
Edmonds 



STATE 
WA 
WA 
WA 



COUNTRY 

US 

US 

US 



Jan 31, 2002 



RULE- 4 7 



US -CL- CURRENT: 435 / 69.4 ; 435/325, 530/399, 536/23.5 



O 2. Document ID: US 20020012967 Al 

Ll: Entry 2 of 3 File: DWPI jan 31, 2002 

DERWENT-ACC-NO: 2002-205099 
DERWENT - WEEK : 2 0022 6 

COPYRIGHT 2002 DERWENT INFORMATION LTD 

TITLE: New insulin homolog polypeptide 2ins4, useful for treating or preventing 
reproductive, prostate, heart, kidney or other disorders, particularly for 
modulating ovarian cycle, blood pressure, muscle tension or osmotic balance 

INVENTOR: HOLLOWAY, J L; JASPERS, S R ; LOK, S 

PRIORITY-DATA: 2000US-188544P (March 10, 2000), 2001US-0781077 (February 9, 2001) 
PATENT -FAMILY: 

PUB-NO PUB-DATE LANGUAGE PAGES MAIN- IPC 

US 20020012967 Al January 31, 2002 032 C12P021/02 

INT-CL (IPC) : C07 H 21/04; C07 K 14/575; C12 N 5/06; C12 P 21/02 

ABSTRACTED -PUB -NO: US2 002 0012967A 
BASIC -ABSTRACT : 

NOVELTY - An isolated polypeptide, which comprises a sequence having 142 amino acids 
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(I) fully defined in the specification or a fragment of (I), is new. 

DETAILED DESCRIPTION - An isolated polypeptide, which comprises a sequence having 
142 amino acids (I) fully defined in the specification or a fragment of (I) 
comprising amino acid residues 26-52, 26-53, 26-54, 55-114, 55-115, 55-116, 55-117 
55-118, 119-142, 26-114, 26-118, 55-142, 1-25, 1-52, 26-54, 1-118 or 26-142 of (1) [ 
where the isolated protein may comprise: 

(a) a B chain comprising amino acid residues 26-52 of (I) ; and 

(b) an A chain comprising amino acid residues 119-142 of (I), where the B chain and 
A chain are joined by inter- and intra-chain disulfide bonds, is new. 

INDEPENDENT CLAIMS are also included for the following: 

(1) an isolated polynucleotide, which encodes the polypeptide above, comprising 429 
base pairs (bp) (II) fully defined in the specification or a fragment of (II)/ 

(2) an expression vector comprising a transcription promoter, the DNA molecule that 
encodes the polypeptide and a transcription terminator; 

(3) a cultured cell into which has been introduced the expression vector, where the 
cultured cell expresses the polypeptide encoded by the polynucleotide segment; 

(4) producing the protein; and 

(5) an antibody or antibody fragment that specifically binds the polypeptide. 

ACTIVITY - Antiinfertility; cardiant; renal active; hypotensive; hypertensive; 
inotropic; tocolytic. No details of tests are given. 

MECHANISM OF ACTION - Protein therapy; gene therapy. 

USE - The proteins are useful for treating or preventing reproductive, prostate, 
heart, kidney or other disorders. The polypeptides are particularly useful for 
modulating steroidogenesis, both in vivo or in vitro, e.g. modulating ovarian cycle 
such as oocyte maturation, ovarian cell -cell interactions, follicular development 
and rupture, luteal function, promoting uterine implantation of fertilized oocytes 
as well as modulating activities associated with pregnancy (e.g. gestation and 
labor) . The polypeptide is also useful for enhancing fertilization during assisted 
reproduction (e.g. artificial insemination) in humans and animals. The proteins may 
also be used in modulating blood pressure, muscle tension or osmotic balance. The 
polynucleotides may also be used for identifying a region of the genome associated 
with human disease states. The nucleic acid molecules may also be used to detect the 
expression of a 2ins4 gene in a biological sample. 
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□ 3. Document ID: AU 200136817 A WO 200168862 Al 

Ll: Entry 3 of 3 File: DWPI Sep 24, 2001 

DERWENT-ACC-NO: 2001-582454 
DERWENT - WEEK : 2 002 08 

COPYRIGHT 2 002 DERWENT INFORMATION LTD 

TITLE: New insulin homolog polypeptide having homology to relaxin family, designated 
zins4 and zins4 polynucleotide, useful for diagnosing, preventing, treating 
reproductive, prostate, heart and kidney disorders 

INVENTOR: HOLLOWAY, J L; JASPERS, S R ; LOK, S 
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PRIORITY -DATA: 2000US-0523346 (March 10, 2000) 



PATENT-FAMILY: 
PUB -NO 

AU 200136817 A 
WO 200168862 Al 



PUB -DATE 

September 24, 2001 
September 20, 2001 



LANGUAGE PAGES MAIN- IPC 

000 C12N015/17 
E 079 C12N015/17 



INT-CL (IPC) : C07 K 14/62; C07 K 14/64; C07 K 16/26; C12 N 15/17; C12 P 21/02 

ABSTRACTED -PUB -NO: WO 200168862A 
BASIC-ABSTRACT: 

NOVELTY - An isolated insulin homolog polypeptide having homology to relaxin family, 
designated as zins4, comprising a sequence (SI) of 142 amino acids fully defined in 
the specification, where Zins4 polypeptide comprises a B chain and A chain having 
ammo acid residues 26-52 and 119-142 of (SI), respectively, which are joined by 
inter- and intra-chain disulfide bonds, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the following: 

(1) an isolated polypeptide consisting of the sequence of amino acid residues 26-52 
26-53, 26-54, 55-114, 55-115, 55-116, 55-117, 55-118, 119-142, 26-114, 26-118 
55-142, 1-25, 1-52, 26-54 or 1-118 of 81; 

(2) an isolated polynucleotide molecule (I) that encodes zins4 polypeptide; 

(3) an isolated polynucleotide molecule comprising a sequence (S2) of 429 base pairs 
(bp) fully defined m the specification or a polynucleotide comprising nucleotides 
74-426, 74-156, 74-159, 74-162, 163-342, 163-345, 163-348, 163-351, 163-354 
355-426, 1-73, 1-162, 1-342, 74-342, 74-345, 74-348, 74-351 or 74-354 of (S2); 

(4) an expression vector (II) comprising transcription promoter, a DNA molecule that 
encodes zins4 polypeptide and a transcription terminator operably linked to each 
other; 

(5) a cultured cell (III) which expresses zins4 polypeptide, comprising (II) ; 

(6) producing zins4 polypeptide; and 

(7) an antibody (IV) or its fragment that specifically binds to zins4 polypeptide. 

ACTIVITY - Cytostatic; antif ertility; vasotropic. No supporting data is given. 

MECHANISM OF ACTION - Gene therapy; modulator of oocyte or ovarian development. 

USE- Zins4 proteins are useful in applications for enhancing fertilization during 
assisted reproduction in humans and in animals and in therapies for treating 
reproductive disorders. Zins4 protein is useful in treating reproductive, prostate, 
heart, kidney or other disorders, to identify cells, tissues or cell lines which 
respond to zins4- stimulated pathway, to identify inhibitors of its activity and to 
prepare antibodies that bind to zins4 epitopes, peptides or polypeptides. Zins4 
polypeptides, (I), (IV) and modulators of the polypeptide are useful in treating 
disorders associated with gonadal development, pregnancy, pubertal changes 
menopause, ovarian cancer, prostate, testicular cancer, fertility, ovarian function, 
polycystic ovarian syndrome and other reproductive functions. The molecules are 
useful for modulating or to treat or prevent development of pathological conditions 
in ovary. Ovulation can be suppressed or controlled for use in birth control by the 
molecules The molecules are also useful for treating dysfunction associated with 
contractile tissues or to suppress or enhance contractility in vivo, treating 
cardiovascular disease, infertility, in vitro fertilization, birth control, treating 
impotence or other male reproductive dysfunction, inducing birth, for promoting 
growth, differentiation, development and/or maturation of ovarian cells, myocytes, 
endothelial cells, osteoblasts in culture and in the study of the ovarian cycle 
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reproductive function, ovarian cell -cell interactions and fertilization. Detection 
of zins4 polypeptides in the serum or tissue biopsy of a patient is useful for 
diagnosing ovarian cancer. The zins4 polypeptides modulate contractility in certain 
tissues, such as aortic rings, ileum and uterine. The polypeptide is also useful as 
modulator of blood pressure, muscle tension and osmotic balance. (IV) is useful for 
tagging cells that express zins4, isolating zins4 by affinity purification, for 
diagnostic assays for determining circulating levels of zins4 polypeptides, for 
detecting or quantitating soluble zin54 as marker of underlying pathology or 
disease, in analytical methods employing fluorescence activated cell sorting (FACS) , 
for screening expression libraries, generating anti- idiotypic antibodies and as 
neutralizing antibodies or as antagonists to block zins4 activity in vitro and in 
vivo and in therapeutic and diagnostic purposes. (I) is useful in gene therapy, for 
detecting the expression of zins4 gene in a biological sample and as oligonucleotide 
probes for in vivo diagnosis. Zin54 probes and primers are also useful for detecting 
and localizing zins4 gene expression in tissue samples. Zins4 polypeptide and 
polynucleotides are further useful as educational tools in laboratory practicum kits 
for courses related to genetics and molecular biology, protein chemistry and 
antibody production and analysis. 
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